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Remarks/Arguments 

Reconsideration of the above-identified application, in view of the following remarks, is 
respectfully requested. 

I Status Of The Claims 

Claims 11-13, 15, 16 and 21 have been canceled without prejudice. Claims 22-28 are 
withdrawn from consideration. New claims 29-36 have been added. Support for the new claims 
may be found, for example, in the specification at page 22, lines 7-8, page 24, lines 7-12, original 
claims 1 1-15 and Figure 1. No new matter has been added. Claims 29-36 are pending in this 
application and are at issue. 

II Drawings 

Figure 1 has been objected to for allegedly failing to clearly show the dosing schedule of 
the treatment protocol. Attached is a replacement version of Figure 1 . The Examiner is 
respectfully requested to replace Figure 1 with the attached version and to withdraw the 
objection. 

III Rejections Under 35 U.S.C. § 103(a) 

(i) Claims 1 1-13, 15-16 and 21 stand rejected under 35 U.S.C. § 103 (a) as obvious over 
Kranzler et al (U.S. Patent No. 6,635,675, "Kranzler"). The Examiner asserts that Kranzler 
teaches treating fibromyalgia syndrome (FMS) or chronic fatigue syndrome (CFS) using a 
dosage escalation of milnacipran that "closely meets" the claimed dosage escalation. 

Claims 1 1-13, 15-16 and 21 have been canceled, rendering this rejection moot. 
Accordingly, the rejection has been overcome and should be withdrawn. Furthermore, 
Applicants believe that new claims 29-36 are not obvious over Kranzler. 

Kranzler discloses a treatment protocol in which milnacipran is administered in a dosage 
escalation increasing by 25 mg per day up to a maximum dosage of 200 mg (see col. 14, lines 
55-61). In the Kranzler protocol, the patient is administered an initial dosage of 25 mg, which is 



4 



Application No. 10/678,767 



Attorney Docket No . 20269/1 20 1 78 1 -US4 



subsequently increased to a dosage of 50 mg, then 75 mg, 100 mg, 125 mg, 150 mg, 175 mg, 
until a final dosage of 200 mg is achieved. In this treatment protocol, the second dosage amount 
is 2 times greater than the first dosage amount, the third dosage amount is 1 .5 times great than 
the second dosage amount, the fourth is 1 .33 times greater than the third and the fifth is 1 .25 
times greater than the fourth, etc. The Kranzler treatment protocol is shown in the table below. 



Treatment 


Dosage 
amount (mg) 


Difference between 
dosages 


1 


25 




2 


50 


2X 


3 


75 


1.5 X 


4 


100 


1.33 X 


5 


125 


1.25 X 


6 


150 


1.2X 


7 


175 


1.17X 


8 


200 


1.14 X 



Therefore, Kranzler teaches a dosage escalation in which the increase between each 
subsequent dosage amount is systematically reduced. 

In contrast, claim 29 requires an initial dosage of up to 1 00 mg, and that each subsequent 
dosage amount is always between 1.5 and 2.5 times greater than the previous dosage amount 
(i.e., the second dosage amount is 1.5 to 2.5 times greater than the initial dosage amount, the 
third dosage amount is 1.5 to 2.5 times greater than the second dosage amount and the fourth 
dosage amount is also 1 .5 to 2.5 times greater than the third dosage amount). Applicants have 
surprisingly found that by use of the claimed dosage escalation, increased daily dosages of 
milnacipran that would normally evoke adverse effects can be administered without the negative 
patient tolerability (i.e., adverse effects) being observed. See, e.g., Abstract. Therefore, the 
claimed dosage escalation would not have been obvious in view of Kranzler's teaching of a 
systematic decrease in differences between successive dosage amounts. Kranzler simply does not 
teach or suggest a dosage escalation in which the increase between each subsequent dosage 
amount is constant. Accordingly, Applicants believe that claims 29-36 are not obvious over 
Kranzler. 

(ii) Claims 11-13, 15-16 and 21 stand rejected under 35 U.S.C. § 103(a) as obvious 
over Koppel (US Patent Application No. 2004/0014739, "Koppel") in view of Spencer et al. 
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(Drugs, 56, 405-427, 1998, "Spencer") and Kranzler et al, (Psychopharmacology Bulletin, 36, 
165-213,2002, "Kranzler II"). 

According to the Examiner, Koppel teaches that anti-depressant N-acylated-a-linked 
acidic peptidase (NAALADase) may be used to treat various disorders, including depression and 
pain. The Examiner concedes that Koppel does not teach milnacipran as a treatment for FMS or 
dosage escalation of milnacipran, but asserts that Spencer teaches milnacipran dosage escalation 
to treat depression. Kranzler II allegedly teaches that milnacipran is an NMDA inhibitor, that 
NMDA inhibitors can reduce pain, and that antidepressants are a common form of therapy for 
many chronic states, including FMS. The Examiner therefore concludes that it would have been 
obvious to provide a composition having the desired dosage escalation of milnacipran. 

Claims 11-13, 15-16 and 21 have been canceled, rendering the rejection of these claims 
moot. Furthermore, Applicants believe that new claims 29-36 are not obvious over the 
combination of Koppel, Kranzler II and Spencer. 

Neither Koppel or Kranzler II teach or suggest a dosage escalation of milnacipran for the 
treatment of FMS. 

Spencer discloses the results of various studies regarding the use of milnacipran to treat 
depression. Depression is a distinct disease state to FMS. One of ordinary skill in the art would 
not expect that a dosage escalation regimen effective for the treatment of depression would 
necessarily also be effective for the treatment of FMS. In fact, at pages 406 and 409, Spencer 
discloses the administration of 50 mg of milnacipran followed by 100 mg of milnacipran for the 
treatment of depression (i.e., a dosage escalation whereby the second dosage amount is two times 
the first dosage amount). Spencer does not teach or suggest a multiple dosage treatment regimen, 
let alone a dosage escalation that involves a third dosage amount of milnacipran 1 .5 to 2.5 times 
greater than the second dosage amount followed by a fourth dosage amount 1 .5 to 2.5 times 
greater than the third dosage amount, as required by claim 29. As discussed above, Applicants 
have surprisingly found that by use of the claimed dosage escalation, increased daily dosages of 
milnacipran that would normally evoke adverse effects can be administered without the negative 
patient tolerability (i.e., adverse effects) being observed. 
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Therefore, Koppel, Spencer and Kranzler II, alone or in combination, fail to teach or 
suggest each and every element of claim 29. Furthermore, one of ordinary skill would have had 
no expectation, based on the teachings of these three references, that the dosage escalation 
recited in claim 29 would be effective for the treatment of FMS. For at least these reasons, 
Koppel, Spencer and Kranzler II fail to render obvious any of claims 29-36. 

IV Double Patenting Rejections 

(i) Claims 1 1 and 21 stand rejected for obviousness-type double patenting over claims 1 
and 3 of Kranzler. Claims 1 1 and 21 have been canceled, rendering the rejection of these claims 
moot. Withdrawal of the rejection is respectfully requested. 

Moreover, for at least the reason set forth above in section III (i) above, claims 29-36 are 
not obvious over Kranzler. Accordingly, Applicants believe that claims 29-36 should not be 
rejected for obviousness-type double patenting over claims 1 and 3 of Kranzler. 

(ii) Claims 1 1 and 21 stand rejected for obviousness-type double patenting over claims 1 
and 20-21 of copending Application No. 1 1/192,885 to Hirsh et ah Claims 1 1 and 21 have been 
canceled, rendering the rejection of these claims moot. Accordingly, the rejection should be 
withdrawn. 

Applicants believe that claims 29-36 are not obvious over claims 1 and 20-21 of Hirsh et 
al. In order to advance prosecution, however, Applicants have submitted a Terminal Disclaimer 
over the '885 Application. 

V Conclusion 

No new matter has been added by these amendments. In view of the comments and 
amendments set forth above, each of the presently pending claims in this application is believed 
to be in condition for allowance. 
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If there are any other issues remaining which the Examiner believes could be resolved 
through either a Supplemental Response or an Examiner's Amendment, the Examiner is 
respectfully requested to contact the undersigned at the telephone number indicated below. 

Dated: November 27, 2007 Respectfully submitted, 

B y J.AAl'LS 

Paul M. Zagar, MAf. 
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